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NEWS EXPRESS NOVEMBER 10 CURRENT WINDOWS VERSION IS V8.01C, CURRENT 
MACINTOSH VERSION IS V6 . 0c (ENG) AND V6 . 0 Jc ( JP) , 
AND CURRENT DISCOVER FILE IS DATED 25 SEPTEMBER 2006. 
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of commercial gateways or other similar uses is prohibited and may- 
result in loss of user privileges and other penalties. 

************** STN Columbus *************** 
FILE 'HOME' ENTERED AT 17:42:34 ON 08 FEB 2007 
=> file reg 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 0.42 0.42 

FILE 'REGISTRY' ENTERED AT 17:43:31 ON 08 FEB 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS " FOR DETAILS. 

COPYRIGHT (C) 2007 American Chemical Society (ACS) 

Property values tagged, with IC are from the ZIC/VTNITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 7 FEB 2007 HIGHEST RN 919834-45-0 

DICTIONARY FILE UPDATES: 7 FEB 2007 HIGHEST RN 919834-45-0 

New CAS Information Use Policies, enter HELP USAGETERMS for details. 

TSCA INFORMATION NOW CURRENT THROUGH June 30, 2 006 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches . 

REGISTRY includes numerically searchable ' data for experimental and 
predicted properties as well as tags indicating availability of 
experimental property data in the original document. For information 
on property searching in REGISTRY, refer to: 

http : //www . cas . org/ONLINE/UG/regprops . html 

= > 

Uploading C:\Program Files\Stnexp\Queries\10560127 . str 
LI STRUCTURE UPLOADED 

= > d 11 

LI HAS NO ANSWERS 
LI STR 

* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 
Structure attributes must be viewed using STN Express query preparation. 

=> s 11 full 

FULL SEARCH INITIATED 17:44:03 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 101 TO ITERATE 

100.0% PROCESSED 101 ITERATIONS 15 ANSWERS 

SEARCH TIME: 00.00.01 

L2 15 SEA SSS FUL LI 

=> d 12 scan 



L2 15 ANSWERS REGISTRY COPYRIGHT 2 007 ACS on STN 

IN Benzenepropanoic acid, cc-ethoxy-4- [2- [hexyl (2-phenylethyl) amino] -2- 



oxoethoxy]-, (aS)-, compd. with 2 -methyl-2 -propanamine (1:1) (9CI) 
MF C27H37 N 05 . C4 Hll N 

CM 1 

Absolute stereochemistry. 




0 



CM 2 



NH2 
„3C- r C„ 3 
CH 3 



HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) :5 

L2 15 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 

IN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2 
oxoethoxy]-, (aS)-, compd. with N, N 1 -bis (phenylmethyl ) -1,2- 
ethanediamine (1:1) ( 9CI ) 

MF C27 H37 N 05 . C16 H20 N2 

CM 1 

Absolute stereochemistry. 




0 



CM 2 



Ph- CH2~ NH- CH2~ CH2~ NH — CH2~ Ph 



L2 15 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 

IN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2 
oxoethoxy] (aS) -, compd. with 2-amino-2- (hydroxymethyl) -1,3- 
propanediol (1:1) (9CI) 

MF C27 H37 N 05 . C4 Hll N 03 



CM 1 



Absolute stereochemistry. 




s .C0 2 H 



Me. 



(CH 2 ) 5 



0' 



0 



CM 
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NH 2 



HO- CH 2 ~ C— CH 2 ~ OH 



CH 2 -OH 



L2 15 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 

IN Benzenepropanoic acid, cx-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2- 

oxoethoxy]-, calcium salt, (aS) - (9CI) 
MF C27 H37 N 05 . 1/2 Ca 

Absolute stereochemistry. 



L2 15 ANSWERS REGISTRY COPYRIGHT 2007 ACS on STN 
IN Ethanaminium, 2 -hydroxy-N, N, N-trimethyl - , salt with (aS) -cx- 
ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2 -oxoethoxy] benzenepropanoic acid 
(1:1) (9CI) 
MF C27 H36 N 05 . C5 H14 N 0 

CM 1 

Absolute stereochemistry. 
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• l/2 Ca 
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Me3+N- CH2~ CH2~ OH 



L2 15 ANSWERS REGISTRY COPYRIGHT 2 007 ACS on STN 

IN Benzenepropanoic acid/ ot-ethoxy-4- [2- [hexyl (2 -phenyl ethyl) amino] -2- 

oxoe thoxy ] - , ion ( 1 - ) , (<xS ) - ( 9CI ) 
MF C27 H36 N 05 
CI COM 

Absolute stereochemistry. 




HOW MANY MORE ANSWERS DO YOU WISH TO SCAN? (1) :0 
=> file caplus 

COST IN U.S. DOLLARS SINCE FILE TOTAL 



FILE 'CAPLUS' ENTERED AT 17:44:44 ON 08 FEB 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) . field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 8 Feb 2007 VOL 146 ISS 7 
FILE LAST UPDATED: 7 Feb 2007 (20070207/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http : //www. cas . org/inf opolicy . html 
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ACCESSION NUMBER: 2007:61504 CAPLUS 
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INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



Preparation of phenylpropionic acid derivatives and 

pharmaceutical compositions thereof 

Bjoerk, Seth 

Astrazeneca AB, Swed. 

PCT Int. Appl., 57pp. 

CODEN: PIXXD2 
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KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 






















APPLN. 


INFO 














SE 2005- 


1644 






A 20050711 



GI 




AB The title phenylpropionic acid derivs . I [wherein n = 1-2; Rl = H, CI, 
CF3, or OCF3; R2 = H or F; R3 = alkyl] or tert-butylamine salts thereof 
were prepared as PPAR active compds . for treatment of metabolic syndrome 
including type 2 diabetes mellitus (no data) For example, II and 
II*tert-butylamine were prepared in a multi-step synthesis. 
Pharmaceutical compns . were described. 

IT 549532-36-7P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) / PREP (Preparation) ; RACT 
(Reactant or reagent) 

(intermediate; preparation of phenylpropionic acid derivs. and 
pharmaceutical compns. thereof) 
RN 549532-36-7 CAPLUS 

CN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2- 
oxoethoxy]-, ethyl ester, (ccS) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



0 




0 



IT 549532-35-6P 810676-90-5P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of phenylpropionic acid derivs . and pharmaceutical compns . 
thereof) 
RN 54 9532-35-6 CAPLUS 

CN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2- 
oxoethoxy]-, (aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




0 



RN 810676-90-5 CAPLUS 

CN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2- 
oxoethoxy] - , (aS)-, compd. with 2 -methyl -2 -propanamine (1:1) (9CI) 
(CA INDEX NAME) 

CM 1 

CRN 549532-35-6 
CMF C27 H37 N 05 

Absolute stereochemistry. 




O 



CM 2 

CRN 75-64-9 
CMF C4 Hll N 



NH 2 
H3 C-C— CH 3 
CH3 
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SOURCE : 
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2007:61504 CAPLUS 

Preparation of phenylpropionic acid derivatives and 

pharmaceutical compositions thereof 

Bjoerk, Seth 

Astrazeneca AB, Swed. 

PCT Int. Appl. , 57pp. 

CODEN: PIXXD2 

Patent 
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PATENT NO. 
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DATE 
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AB The title phenylpropionic acid derivs . I [wherein n = 1-2; Rl = H, Cl, 



CF3 , or 0CF3; R2 = H or F; R3 = alkyl] or tert-butylamine salts thereof 
were prepared as PPAR active compds . for treatment of metabolic syndrome 
including type 2 diabetes mellitus (no data) . For example, II and 
Il^tert-butylamine were prepared in a multi-step synthesis. 
Pharmaceutical compns . were described. 
IT 549532-36-7P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) / PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of phenylpropionic acid derivs. and 
pharmaceutical compns. thereof) 
RN 549532-36-7 CAPLUS 

CN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2-phenylethyl) amino] -2- 
oxoethoxy]-, ethyl ester, (aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



0 




0 



IT 549532-35-6P 810676-90-5P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of phenylpropionic acid derivs. and pharmaceutical compns. 
thereof) 
RN 549532-35-6 CAPLUS 

CN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2-phenylethyl) amino] -2- 
oxoethoxy]-, (aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 810676-90-5 CAPLUS 

CN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2- 
oxoethoxy]-, (aS)-, compd. with 2 -methyl-2 -propanamine (1:1) (9CI) 
(CA INDEX NAME) 

CM 1 

CRN 549532-35-6 
CMF C27 H37 N 05 



Absolute stereochemistry. 
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CRN 75-64-9 
CMF C4 Hll N 



NH 2 
„ 3 C T C„3 

CH3 
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2006:605020 CAPLUS 
145 :83115 

Preparation of tris (hydroxymethyl) methylamine. and 

ethanolamine salts of (2S) -2 -ethoxy-3 - (4- {2- [hexyl (2 - 

phenylethyl) amino] -2 -oxoethoxy} phenyl) propanoic acid 

for treating lipid disorders 

Booth, Rebecca J. 7 Dahlstroem, Mikael 

AstraZeneca AB, Swed. 

PCT Int. Appl. , 39 pp. 

CODEN: PIXXD2 

Patent 
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AB The invention relates to a compound selected from one or more of the 

following: a tris (hydroxymethyl) methyl amine salt or an ethanolamine salt 
of title compound I or a pharmaceutical composition comprising the compound 

Thus I 

was prepared in 4 steps from Et (S) -2-ethoxy-3- (4 -hydroxyphenyl) propanoate, 
benzyl bromoacetate, and N-hexyl-2 -phenylethylamine . X-ray powder 
diffration patterns for bot salts of I are given. Both salts have an EC50 
of less than 0.5 umol/1 for PPARa. 
IT 892402-12-9P 892402-13-0P 

RL: PAC (Pharmacological activity); PRP (Properties); SPN (Synthetic 
preparation); THU (Therapeutic useh; BIOL (Biological study); PREP 
(Preparation) ; USES (Uses) 

(preparation of crystalline tris (hydroxymethyl) methyl amine and ethanolamine 

salts 

of (2S) -2-ethoxy-3- [4- [2- [hexyl (2 -phenylethyl) amino] -2- 
oxoethoxy] phenyl] propanoic acid for treating lipid disorders) 
RN 892402-12-9 CAPLUS 

CN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2 - 
oxoethoxy]-, (aS)-, compd. with 2-ami no- 2- (hydroxymethyl) -1, 3- 
propanediol (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 549532-35-6 
CMF C27 H37 N 05 

Absolute stereochemistry. 




CM 2 

.CRN 77-86-1 
CMF C4 Hll N 03 



NH 2 

HO- CH 2 - C- CH 2 - OH 
CH 2 -0H 

RN 8 92402-13-0 CAPLUS 

CN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2- 
oxoethoxy]-, (aS)-, compd. with aminomethanol (1:1) (9CI) (CA INDEX 
NAME) 



CM 1 



CRN 549532-35-6 
CMF C27 H37 N 05 

Absolute stereochemistry. 




CM 2 

CRN 3088-27-5 
CMF C H5 N 0 



H 2 N-CH 2 -0H 

IT 549532-35-6P 549532-36-7P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of crystalline tris (hydroxymethyl) methylamine and ethanolamine 

salts 

of (2S) -2-ethoxy-3- [4- [2- [hexyl (2 -phenylethyl) amino] -2- 
oxoethoxy] phenyl] propanoic acid for treating lipid disorders) 
RN 549532-35-6 CAPLUS 

CN Benzenepropanoic acid, ct-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2- 
oxoethoxy]-, (aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 549532-36-7 CAPLUS 

CN Benzenepropanoic acid, a-ethoxy- 4 - [2 - [hexyl (2 -phenylethyl) amino] -2- 
oxoethoxy]-, ethyl ester, (aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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AB The phenyl-, phenoxy-, or pheny 1 t hi oalkanamide title compds . , (in 

particular phenoxyacet amide derivs.) (I) [A is situated in the ortho, meta 
or para position and represents CR3R4CR1R2COR, CR3:CRlCOR (wherein R = H, 
alkyl, (un) substituted HO or NH2 ; Rl - alkyl, aryl, alkenyl, alkynyl, or 
when A is CR3R4CR1R2C0R, Rl can also be cyano, (un) substituted HO, SH, 
OCONH2, S02NH2, C02H, etc.; R2 = H, halogen, alkyl, aryl, alkylaryl; R3 , 
R4 = H, alkyl, aryl, alkylaryl); Y = O, S, a single bond; n = an integer 
of 1-4; X = alkyl; R5, R6 = H, each (un) substituted Cl-13 alkyl, C2-10 
alkenyl, or C2-10 alkynyl; or R5, R6 = each (un) substituted C3-8 
cycloalkyl, C3-C8 cycloalkenyl , aryl, heterocyclyl , or heteroaryl; or R5 
and R6 together with the nitrogen atom to which they are attached form a 
single or a fused heterocyclic system] are prepared These compds. are 
useful in treating clin. conditions including lipid disorders 

(dyslipidemias) whether or not associated with insulin resistance, and other 
manifestations of the metabolic syndrome. Thus, a solution of 0.598 g 
N-butyl-N- [2-fluoro-4- (trif luoromethyl) benzyl] amine and 0.593 g 

[4- ( (2S) -2,3 -diethoxy-3-oxopropyl) phenoxy] acetic acid in 20 mL CH2C12 was 
treated with 0.80 mL N, N-diisopropylethylamine and 0.674 g 
O- (benzotriazol-l-yl) -N, N, N 1 ,N" -tetramethyluronium tetraf luoroborate and 
the reaction mixture was stirred at room temperature overnight to give, after 
workup and silica gel chromatog., 74% Et (2S) -3 - [4 - [2 - [butyl [2 -f luoro-4 - 

(trif luoromethyl) benzyl] amino] - 2 -oxoethoxy] phenyl] -2 -ethoxypropanoate 

(II) . A solution of 0.748 g II in 70 mL MeCN was treated with 35 mL 0.10 M 
LiOH and the reaction mixture was stirred at room temperature overnight, 



neutralized with 5% HC1, concentrated, acidified with 5% HC1, and extracted 

with 

EtOAc to give 97% (2S) -3 - [4 - [2 - [butyl [2 -f luoro-4 - 

(trif luoromethyl) benzyl] amino] -2 -oxoethoxy] phenyl] -2 -ethoxypropanoic acid 
(III). Ill showed EC50 of 0.001 n.mol/L for human PPArct. 
IT 549532-36-7P, Ethyl (2S) -2 -ethoxy-3 - [4- [2 - [hexyl (2- 
phenylethyl) amino] -2 -oxoethoxy] phenyl] propanoate 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(intermediate; preparation of phenoxyacetamide derivs . as modulators of 
peroxisome prolif erator-activated receptors for treating metabolic 
disorder) 
RN 549532-36-7 CAPLUS 

CN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2- 
oxoethoxy]-, ethyl ester, (ocS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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IT 549532-35-6P, (2S) -2-Ethoxy-3- [4- [2- [hexyl (2 -phenylethyl) amino] -2- 
oxoethoxy] phenyl] propanoic acid 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of phenoxyacetamide derivs. as modulators of peroxisome 
prolif erator-activated receptors for treating metabolic disorder) 
RN 549532-35-6 CAPLUS 

CN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2 -phenylethyl ) amino] -2- 
oxoethoxy]-, (otS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




L3 ANSWER 4 OF 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



INVENTOR (S) : 
PATENT ASSIGNEE (S) 
SOURCE : 

DOCUMENT TYPE: 



CAPLUS COPYRIGHT 2 007 ACS on STN 
2004:1127321 CAPLUS 
142:49239 

Pharmaceutically useful salts (2S) -2-ethoxy-3- (4- 
{2 [hexyl (2 -phenylethyl) amino] -2- 

oxoethoxy} phenyl) propanoic acid, preparation thereof, 

and therapeutic use 

Ragnar, Ralf; Stahle, Erica 

Astrazeneca AB, Swed. 

PCT Int. Appl., 38 pp. 

CODEN: PIXXD2 

Patent 



LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



English 
1 



PATENT 


NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


WO 


2004110985 




Al 




20041223 




WO 2004- 


SE965 




20040616 




W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, CH, 






CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, GD, 






GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


is, 


JP/ 


KE, 


KG, 


KP, 


KR, 


KZ, LC, 






LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NA, NI, 






NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, SY, 






TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


VC, 


VN, 


YU, 


ZA, 


ZM, ZW 




RW 


BW, 


GH, 


GM, 


KE , 


LS , 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, AM, 






AZ, 


BY, 


KG, 


KZ , 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, DK, 






EE, 


ES, 


PI # 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PL, 


PT, 


RO, SE, 






SI / 


SK, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, NE, 






SN, 


TD, 


TG 


























AU 


2004247611 




Al 




20041223 




AU 2004- 


247611 




20040616 


CA 


2527608 






Al 




20041223 




CA 2004- 


2527608 




20040616 


EP 


1638921 






Al 




20060329 




EP 2004- 


736956 




20040616 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, PT, 






IE, 


SI, 


LT, 


LV, 


PI, 


RO, 


MK, 


CY, 


AL, 


TR, 


BG, 


CZ, 


EE, 


HU, 


PL, SK, 


BR 


2004011455 




A 




20060718 




BR 2004- 


11455 




20040616 


CN 


1805922 






A 




20060719 




CN 2004- 


80016838 




20040616 


JP 


3836498 






B2 




20061025 




JP 2006- 


517040 




20040616 


JP 


2006527767 




T 




20061207 


















US 


2006194879 




Al 




20060831 




US 2005- 


560127 




20051209 


NO 


2005005923 




A 




20060106 




NO 2005- 


5923 






20051213 



PRIORITY APPLN. INFO.: GB 2003-14136 A 20030618 

WO 2004-SE965 W 20040616 

AB The invention discloses a calcium or magnesium salt of 
(2S) -2-ethoxy-3- (4-{2 [hexyl (2 -phenylethyl) amino] -2- 

oxoethoxy} phenyl) propanoic acid. Compds . of the invention (preparation 
included) may be used to treat e.g. dyslipidemia and type 2 diabetes. 
IT 549532-35-6DP, complexes with magnesium 

RL: PAC (Pharmacological activity) ; PRP (Properties) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; USES (Uses) 

( (2S) -2-ethoxy-3- (4- {2 [hexyl (2 -phenylethyl) amino] -2- 

oxoethoxy} phenyl) propanoic acid salts, preparation, and therapeutic use) 
RN 549532-35-6 CAPLUS 

CN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2- 
oxoethoxy]-, (aS) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




IT 810672-00-5P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

( (2S) -2-ethoxy-3- (4- {2 [hexyl (2 -phenylethyl) amino] -2- 

oxoethoxy} phenyl) propanoic acid salts, preparation, and therapeutic use) 
RN 810672-00-5 CAPLUS 

CN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2- 



oxoethoxy]-, calcium salt, (aS) - (9CI) (CA INDEX NAME) 
Absolute stereochemistry. 




• l/2 Ca 

IT 549532-35-6P 549532-36-7P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 

( (2S) -2-ethoxy-3- (4- {2 [hexyl (2 -phenylethyl ) amino] -2- 

oxoethoxy} phenyl) propanoic acid salts, preparation, and therapeutic use) 
RN 549532-35-6 CAPLUS 

CN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2 -phenylethyl ) amino] -2- 
oxoethoxy]-, (aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 549532-36-7 CAPLUS 

CN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2- 
oxoethoxy]-, ethyl ester, (aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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NO 2005-5922 
US 2005-560657 
GB 2003-14129 
WO 2004-SE964 

The invention discloses salts of (2S) -2-ethoxy-3 - [4 - (2- (hexyl (2 - 
phenylethyl) amino) -2 -oxoethoxy) phenyl] propanoic acid e.g. the L-arginine 
salt. Preparation of compds. of the invention is described. The compds . of 
the invention are useful in the treatment of e.g. dyslipidemias and other 
manifestations of the metabolic syndrome. 
810676-88-1P 810676-89-2P 810676-90-5P 
810676-93-8P 

RL: PAC (Pharmacological activity); PRP (Properties); SPN (Synthetic 

preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 

(Preparation) ; USES (Uses) 

(Pharmaceutical^ useful salts of (2S) -2-ethoxy-3- [4- (2- (hexyl (2- 
phenylethyl) amino) -2 -oxoethoxy) phenyl] propanoic acid, their preparation, and 
their therapeutic use) 

810676-88-1 CAPLUS 

Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2- 
oxoethoxy]-, (aS)-, compd. with ( 1R, 2S) -l-amino-2 , 3 -dihydro-lH-inden- 
2-ol (1:1) (9CI) (CA INDEX NAME) 



CM 



CRN 549532-35-6 
CMF C27 H37 N 05 



Absolute stereochemistry. 



CM 2 



CRN 136030-00-7 
CMF C9 Hll N 0 

Absolute stereochemistry. Rotation (+) . 




RN 810676-89-2 CAPLUS 

CN L-Arginine, mono[(aS) -a-ethoxy-4- [2- [hexyl(2- 

phenylethyl) amino] -2-oxoethoxy] benzenepropanoate] (9CI) (CA INDEX NAME) 

CM 1 

CRN 549532-35-6 
CMF C27 H37 N 05 

Absolute stereochemistry. 




0 



CM 2 

CRN 74-79-3 

CMF C6 H14 N4 02 

Absolute stereochemistry. 




NH 2 



RN 810676-90-5 CAPLUS 

CN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2- 
oxoethoxy]-, (ocS)-, compd. with 2-methyl-2 -propanamine (1:1) (9CI) 



(CA INDEX NAME) 
CM 1 

CRN 549532-35-6 

CMF C27 H3 7 N 05 

Absolute stereochemistry. 




CM 2 

CRN 75-64-9 
CMF C4 Hll N 

NH 2 
H 3 C-C— CH 3 
CH 3 

RN 810676-93-8 CAPLUS 

CN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2- 
oxoethoxy]-, (aS)-, compd. with N- (phenylmethyl) benzeneethanamine 
(1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 549532-35-6 
CMF C27 H37 N 05 

Absolute stereochemistry. 




0 



CM 2 

CRN 3647-71-0 
CMF C15 H17 N 

Ph- CH2~ CH2-NH- CH2~ Ph 



IT 810676-91-6 810676-92-7 810676-94-9 



810676-96-1 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(Pharmaceutical^ useful salts of (2S) -2-ethoxy-3- [4- (2- (hexyl (2- 
phenylethyl) amino) -2 -oxoethoxy) phenyl] propanoic acid, their preparation, and 
their therapeutic use) 
RN ' 810676-91-6 CAPLUS 

CN Ethanaminium, 2 -hydroxy-N, N, N-trimethyl - , salt with (aS) -a- 

ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2 -oxoethoxy] benzenepropanoic acid 
(1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 810676-95-0 
CMF C27 H36 N 05 

Absolute stereochemistry . 



CM 2 

CRN 62-49-7 
CMF C5 H14 N O 



Me3+N- CH 2 -CH2-OH 

RN 810676-92-7 CAPLUS 

CN Benzenepropanoic acid, ct-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2- 
oxoethoxy]-, (aS)-, compd. with tricyclo [3 . 3 . 1 . 13 , 7] decan- 1- amine 
(1:1) (9CI) (CA INDEX NAME) 
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CRN 549532-35-6 
CMF C27 H37 N 05 

Absolute stereochemistry. 
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CMF 



768-94-5 
CIO H17 N 



H 2 N- 



1> 




RN 810676-94-9 CAPLUS 

CN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2-phenylethyl) amino] -2- 
oxoethoxy]-, (aS)-, compd. with N, N' -bis (phenylmethyl) -1, 2 - 
ethanediamine (1:1) (9CI) (CA INDEX NAME) 

CM 1 

CRN 549532-35-6 
CMF C27 H37 N 05 

Absolute stereochemistry. 



CM 2 

CRN 140-28-3 
CMF C16 H2 0 N2 



Ph- CH2 NH — CH 2 ~ CH 2 ~ NH~ CH 2 ~ Ph 
RN 810676-96-1 CAPLUS 

CN Methanaminium, 1-hydroxy-N, N-bis (hydroxymethyl ) -N-methyl- , salt with 
(aS) -a-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2- 
oxoethoxy] benzenepropanoic acid (1:1) (9CI) (CA INDEX NAME) 

CM 1 • 

CRN 810676-95-0 
CMF C27 H36 N 05 

Absolute stereochemistry. 




s .C0 2 H 



Me. 



O 




S/C0 2 - 



Me, 



O 



CM 



2 



CRN 14433-29-5 



CMF C4 H12 N 03 



Me 

■ l + 

HO- CH 2 - N — CH 2 - OH 
CH2-0H 



IT 549532-35-6P 549532-36-7P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation); RACT 
(Reactant or reagent) 

(Pharmaceutically useful salts- of (2S) -2-ethoxy-3- [4- (2- (hexyl (2- 
phenylethyl) amino) -2 -oxoethoxy) phenyl] propanoic acid, their preparation, and 
their therapeutic use) 
RN 549532-35-6 CAPLUS 

CN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2- 
oxoethoxy]-, (aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




0 



RN 549532-36-7 CAPLUS 

CN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2- 
oxoethoxy]-, ethyl ester, (otS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 



0 




0 
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AB The present invention provides a process for preparation of the title compds . I 
(R = H, Rl = n-C6H13) by reacting I (R = H, or protecting group, Rl = H) 
with C6H13X (X = leaving group) in the presence of a base and inert 
solvent at a temperature in the range -25 °C to 150 °C and 
optionally, when OR represents a protecting group, removal of the 
protecting group. 

IT 549532-35-6P 810677-36-2P 

RL: IMF (Industrial manufacture); SPN (Synthetic preparation); PREP 
(Preparation) 

(asym. preparation of (2S) -ethoxy[ [ [hexyl (phenethyl) amino] oxoethoxy] phenyl] p 
ropanoic acid) 
RN 549532-35-6 CAPLUS 

CN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2- 
oxoethoxy]-, (aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Me ■ N . 
(CH 2 )5 



s .C0 2 H 



OEt 



RN 810677-36-2 CAPLUS 

CN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2- 
oxoethoxy] - (9CI) (CA INDEX NAME) 



Me- (CH 2 )5-N— C-CH 2 -0 
Ph- CH 2 - CH 2 




OEt 

I 

CH 2 -CH~ C0 2 H 
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C 6 Hl3 

Ph-[- CH 2 N CO- CH 2 " O- 
n 



OEt 

// Y_ 1 
V XN CH2-CH-CO2H 



AB The S enantiomer of I, n = 1 or 2, (C6H13 = hexyl) as well as their 

pharmaceutical^ acceptable salts, solvates, crystalline forms and prodrugs are 
synthesized using various solvents and in presence of charcoal -supported 
palladium catalyst. The utility of these compds . in clin. conditions such 
as lipid disorders (dyslipidemias) whether or not associated with insulin 
resistance and therapeutic and other pharmaceutical activities is also 
investigated. For example, (2S) -3- (4 {2- [benzyl (hexyl) amino] -2- 
oxoethoxy} phenyl) 2 -ethoxypropionic acid was prepared in 58% yield via 
reaction of (2S) -2 -ethoxy-3- (4-hydroxyphenyl) propanoate and benzyl 
bromoacetate . 

IT 549532-35-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of enantiomeric substituted phenylpropionic acid derivs . as 
agonists to human peroxisome prolif erator-activated receptor) 
RN 549532-35-6 CAPLUS 

CN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2- 
oxoethoxy]-, (aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




IT 549532-36-7P 

RL: RCT (Reactant); SPN (Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 

(preparation of enantiomeric substituted phenylpropionic acid derivs . as 
agonists to human peroxisome prolif erator-activated receptor) 
RN 549532-36-7 CAPLUS 

CN Benzenepropanoic acid, a-ethoxy-4- [2- [hexyl (2 -phenylethyl) amino] -2- 
oxoethoxy]-, ethyl ester, (aS) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 
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